Introduction {#sec1-1}
============

**What was known?**

Because MF is the disease of old age, coincidence with pregnancy is rare and only few cases have been reported. Until now there is controversy about the effect of pregnancy on progression of MF and some studies reported that Pregnancy appeared to have no impact on the course of early MF, but according to our case report and some other reports, it seems that pregnancy may have some deleterious effect on the clinical course of MF.

Mycosis fungoides (MF), a subgroup of non-Hodgkin\'s T-cell lymphoma, is the most common type of primary cutaneous T-cell lymphoma, characterized by skin infiltration and occasionally systemic involvement.\[[@ref1]\]

There is controversy about the effect of pregnancy on progression of MF. In One retrograde study Pregnancy appeared to have no impact on the course of early MF, and no adverse effect was noted on pregnancy.\[[@ref2]\] There are few case reports about progression of MF during pregnancy.

This case report is about the deleterious effect of pregnancy on progression of MF, and until now this is the first case report about transformation of MF to CD30+ large T-cell lymphoma during pregnancy.

Case Report {#sec1-2}
===========

A 30 years old woman with history of scaling erythematous skin lesions since eight years ago was presented to MF clinic of Alzahra Hospital of Isfahan University of Medical Sciences. Lesions first has been appeared on the scalp then spreaded to whole body (erythroderma). Two years earlier skin biopsy has been done and Histologic diagnosis of skin biopsy was dermatitis.

Physical examination findings were: Erythroderma with severe scaling, palmoplantar keratoderma imitating acquired ichthyosis and bilateral ectropion \[[Figure 1](#F1){ref-type="fig"}\]. No organomegally or lymphadenopathy was detected. Two skin-biopsy was performed, the first specimen histologically was compatible with dermatitis, but the Histologic evaluation of the second one confirmed the diagnosis of MF. Immunohistochemical (IHC) staining of specimens was done. The IHC staining revealed that the infiltrating cells were CD2+, CD4+, CD8-, CD45RO+, CD7-, CD30-. TCR gene rearrangement analysis, confirmed clonality.

![Exfoliative erythroderma with ectropion](IJD-58-160f-g001){#F1}

The criteria for diagnosis of MF was completed (clinical criteria, IHC staining and TCR gene rearrangement analysis).

After diagnosis of MF, Clinical staging was done. CBC, ESR, CRP, LDH, blood biochemistry, liver function tests and peripheral blood smear were within normal limits. Abdomino-pelvic and chest CT- scan were normal. Patient staged as stage IIIA, at this stage our treatment plan was systemic PUVA therapy (3 session per week) and interferon alfa 2B (3 million unit 3 session per weeks, SC) Two weeks later patient returned to our clinic and stated that she was pregnant. At this time our treatment plan changed to NB-UVB therapy, but she rejected this plan and interrupted treatment until delivery.

One week after delivery she returned for resuming the treatment plan. Physical examination revealed Ichthyosiform erythroderma with bilateral inguinal lymphadenopathy \[[Figure 2](#F2){ref-type="fig"}\].

![Ichthyosiform erythroderma with bilateral groin lymphadenopathy](IJD-58-160f-g002){#F2}

Two weeks of antibiotic therapy was started but lymphadenopathy persisted. Skin and Lymph node biopsy was done. Histologic diagnosis was anaplastic CD30 + large-T-cell lymphoma. \[Figures [3](#F3){ref-type="fig"} and [4](#F4){ref-type="fig"}\] IHC staining of specimens revealed that infiltrating cells had the following markers CD2+, CD5+, CD4+, CD8-, CD45RO+, CD7-, ALK1(-), CD30 strongly positive, KI67 positive in more than 90% \[Figures [5](#F5){ref-type="fig"}-[7](#F7){ref-type="fig"}\]

![Skin biopsy, Epidermotropism of lymphocytes. H and E, ×100](IJD-58-160f-g003){#F3}

![The lymph node is almost completely effaced and replaced by large lymphocytes. H and E, ×400](IJD-58-160f-g004){#F4}
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![Skin CD 30 ×100](IJD-58-160f-g007){#F7}

Bone Marrow biopsy was normal. Previous skin specimens were re-evaluated and anaplastic large cell transformation of MF was confirmed.

Discussion {#sec1-3}
==========

Incidence of MF is 0.3 per 100,000 person per year and, it is twice more common in men than women.\[[@ref3]\] MF is a disorder of older adults. The mean age of diagnosis in Western countries is approximately 60-80 years.\[[@ref4]\]

In this region of the world (Iran, Isfahan) the median age of MF patients is 43.14 years and the male:female ratio is 3:4 (In contrast to reports from other countries).\[[@ref5]\]

These epidemiologic characteristics would partially explain the occasional coincidence of pregnancy and MF in our patients in isfahan Iran.

In 1981, Vonderheid, *et al*. reported a woman with a long-standing eczematous eruption that her skin lesions exacerbated during each of her three uncomplicated pregnancies. Three years after her last pregnancy, the eruption was diagnosed as MF developing into the tumour stage.\[[@ref6]\]

In 2001 Castelo-Branco, *et al*. described a women suffering from stage IV-B MF who became pregnant three years after the disease had been diagnosed. In spite of interruption of her therapy during pregnancy, the pregnancy had no adverse effect on the course of MF.\[[@ref7]\]

In another case report in 2001 Echols, *et al*. described a 26-year-old black woman diagnosed to be suffering from MF (the stage was not noted) 1 year before she became pregnant. At the beginning of her third trimester, she presented with an acute exacerbation of MF, so she was treated with PUVA and topical steroids, with complete remission.\[[@ref8]\]

On the other hand, in the report of Iris Amitay, *et al*., In a series of seven women with early-stage MF, there was no evidence indicating that pregnancy changed the course of the disease. In two MF patients that each undergone two pregnancies during the course of their disease, this finding was consistent and Pregnancy appeared to have no impact on the course of early MF.\[[@ref2]\]

Of ten cases of MF during pregnancy described above, two showed progression during gestation, but none of them had large cell transformation.

Patients with plaque-type or erythrodermic MF may develop cutaneous tumors with large cell histology. The cells of this tumor are at least four times greater in size than a small lymphocyte. When over 25% of MF cells changes to large cell or when small nodules of these cells are identified on histology the transformation is diagnosed.\[[@ref9]\] Incidence rates of transformation in patients with MF have ranged from approximately 10 to 25%; with variation according to the stage of MF at presentation.

In one study, the cumulative probability of transformation in stages II-B and IV of disease was estimated to be about 33%.\[[@ref9]\] In this study Elevation of serum beta-2 microglobulin and/or lactate dehydrogenase (LDH), mentioned as predictive for transformation (*P* =0.009).

In another study of 419 patients with MF, 45 were found to have transformed at a median time after diagnosis of 6.5 years.\[[@ref10]\]

Our case staged as III-A, with normal LDH at presentation which during pregnancy progressed to anaplastic large cell lymphoma. On the basis of reports mentioned above, it seems that this transformation was too rapid and it seems that pregnancy had a deleterious effect on the course of MF in this patient.

Conclusion {#sec1-4}
==========

This case report suggests a probable relation between CD30+ large cell transformation of MF and pregnancy. More study needed to confirm this relation. Until that time in our opinion it is better to discuss about the probable risk of pregnancy in young women with MF who are planning for pregnancy.

**What is new?**

This is the first case report of CD30 positive large cell transformation of MF during pregnancy.
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